This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 

BEST AVAILABLE IMAGES 



Defective images within this document are accurate representations of 
the original documents submitted by the applicant 
Defects in the images may include (but are not limited to): 

. BLACK BORDERS 

. TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

. COLORED PHOTOS 

. BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 

IMAGES ARE BEST AVAILABLE COPY. 

As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



J 



® 



Europaisches Patentamt 
European Patent Office 
Office europ6en des brevets 




(vj) Publication number: 0 338 861 B1 



EUROPEAN PATENT SPECIFICATION 



(45) Date of publication of patent specification ; 
20.01.93 Bulletin 93/03 



@ Int. CI. 5 : A61K 9/26, A61K 33/08 



(g) Application number: 89304013.9 



Date of filing : 21.0489 



(&) Antacid compositions with prolonged gastric residence time. 



The file contains technical information 
submitted after the application was filed and 
not included in this specification 



@ Priority: 21.04.88 GB 8809421 

(43) Date of publication of application : 
25.10.89 Bulletin 89/43 



65) Publication of the grant of the patent : 
20.01.93 Bulletin 93/03 



(Si) Designated Contracting States : 

W AT BE CH DE ES FR GB GR IT U LU NL SE 



(si) References cited : 
EP-A- 0 093 538 
EP-A- 0 227 603 
FR-A- 1 416 304 
FR-A- 2 092 107 
US-A- 4 199 560 
US-A- 4 605 551 



CO 
00 

00 
CO 
CO 



Q- 
UJ 



(73) Proprietor : WALTON S.A. 

Avenida Santiago de Compostela no. 60 7o. A 
Madrid (ES) 



(72) Inventor : Spickett, Robert Geoffrey William 
Tibidabo 23 
Barcelona (ES) 

Inventor: Vidal, Jose Luis Fabregas 

Dos de Mayo 327 

Barcelona (ES) 

Inventor : Escoi, Juan Cucala 

Pintor Jose Pinos 16 

Barcelona (ES) 

(74) Representative : Goldin, Douglas Michael et al 
JJl KEMP & CO. 14, South Square Gray's Inn 
London WC1R 5EU (GB) 



Note* Within nine months from the publication of the mention of the grant of the European patent any 
oerson may give Notice to the European Patent Office of opposition to the European patent granted 

filed untfl the opposition fee has been paid (Art 99(1) European patent convention). 



Jouve, 18, rue Saint-Denis, 75001 PARIS 



EP 0 338 861 B1 



Description 

S^n^Dte^insistof granules prepared fromapov^ermbrturewhichccmtalnsasacUveingredten^ 
Sl^JtT^ metal compound, being capab.e of binding an acid, and 
diqhtiy soluble in neutral aqueous medium particularly bismuth, aluminium or magnesium compound and aux- 
Z ISs prepared wfth an aqueous emulsion containing a hydrophobic component and rydrophyjc. emuh 

^a^heUerna. phase contains a so.id dry, amphoteric gel forming substance in , an amount of 1-50 
percent w/w related to the total weight of the preparation in admixture w.th auxiliary agents. 

Tne o«sent invention provides solid oral pharmaceutical preparation with protracted action consisting of 
an SSS^SSl solid granules containing the active antacid ingredient and a so.W externa, phase 
L rou dtg the said granules. The internal phase constats of a powder mixture conta.mngme a^eartecd 

ng edTent and pharmaceutical* acceptable excipients and the externa, phase contains a 
Lubstence,parucularlystearic,orpalmiticacidesters,ahy^ 

^''Thepreparationsdescribed in this invention do 

evacuated to the duodenum by peristalsis and are available in the stomach to neutral.se the hydroch lone acid 
sTcrTeTby ¥e pariete. ceils for a prolonged period of time, and consequently resolve an ^nportant problem 

^t Is^nSnZTySracid^ atone does not cause ulcers, but can be a factor in their formation and 

should satisfy the following criteria: . .^ m „ oh 

The neutralizing effect must be rapid and maintained during normal digest.cn tone .n the stomach. 
-It must neutralise the required amount of acid. 

- It must raise the pH value of the gastric contents to a level at which pepsin acthnty is reduced but not fully 
inhibited. 

- It should not cause the gastric pH to rise above 6. 

-It should not cause systemic alkalosis even when administered repeatedly _ . . 

- The antacid should not be emptied into the duodenum unto it has exerted i s Ml effort ,nthe stomachy 
The present invention includes two-phase solid oral pharmaceutical composes. e.g. in the form ofpow 

der tablets (effervescent, chewable). coated tablets or capsules, with prolonged antacid ^™»"*°- 
sffion may be prepared by granulation ofapowder mixture containing the B^eM m ^ent,a^^ 
nerandoCexdpiente 

lues surrounded by an externa, phase which, owing to i«s ^VS^T^^nSet >Z 
L liberation of the active ingredtent thereby augmenting its biological 
then be tableted orf Pled into capsules. The granulating emulsion may conta.n as hydrophobe 
example esters of 12-hydroxystearic. stearic, or palmitic acid and. as hydrophilic component a hyd oxylated 

Sfactivea^^^^ 

and gastric residence time of the active ingredient can be modified. h - htha ^ 

More spedf ically this invention provides compositions of products with antacd properties in *^ 
five component isacrystalline synthetic antacid such as Almagate, Hydrotalcite, Magaldrate; the ccmposrtons 
may also contain aluminium hydroxide or aluminium magnesium hydroxide cogels. m a veh.cle wh.ch provides 

wnich preferentialiy adhere to the gastric mucosa or form a layer on the surface of the gas** ,cM* The 
antacid is then slowly liberated, reacts wfth hydrogen ions in the vicinity, protects the mucosa a d 
from the stomach is delayed in spite of peristaltic movements. The invention involves coating the partides of 
•Tanta "ud wRh a solid emuiston of selected excipients. which increases the iipophilicity and delays 
reaction with hydrogen ions without altering the intrinsic acid neutralising properties. 
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palmitic or stearic esters, or 9^^SS^ X2£ i -ETJSSS surface active agent, 

from the W^P^'P^ pojyoxy . 
sKiers such as 

ethylene-sorbitan-monostearates and ^ n0 ^~^f ^^°J 0 ^ e satisfactory results if the amount of 
itic, oleic) with a hydrophilic-lipophillc balance lower than . SJjJ^^S^'^^ 8 0 parts by 
the hydrophobic component emulsified lr .the granulating ^J^^^'i^^ emuf- 

ecus 3% solution of polyv.nylpyriohdone, and f InaHy ^TJJTJ^ aqen 4 sucn as cross-linked sodium 
utility. 

^sctss- - - — - — - w " v * 

between doses. 

2) Physical protection of the gastric mucosa against fluctuations of pH. 

31 Prolonged antacid effect, favouring patient comfort and compliance. eVrimarh 

of the claims to the Examples. 
EXAMPLE 1 

For the production of a granulate preparation with floating and protracted dilution properties the follow- 
ing quantities of substances are used per gram of final product: 
• Hydrotalcite °. 75 9 

Hydrophobic silicon dioxide 0.14 g 

Sorbitan monooleate 60 0.005 g 

Polyoxyethylene stearate 0.01 g 

Castorwax 0.06 g 

A and B prepared as follows: 
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Granulating liquid A: 

Sorbitan monocyte, polyoxyethylene stearate, and castorwax are dissolved in warm (35-Q methylene chlor- 
ide. 

Granulating liquid B: 

tid ° S JtSSng C ti^3l^ve proee.3 gra nui ate preparations of a ,m3g a te 3nd maga l d r3t e o^n be pr^pored oont3inin 9 
0.75 g of active principal per g. of granulate. 

15 EXAMPLE 2 

For the production of chewable tablets the following materials are used: 

amount per tablet 

20 



10 





Magaldrate 


0.75 


g 


25 


Silicon dioxide 


0.14 


g 




Polysorbate 21 


0.001 


g 


30 


Sorbitan Monooleate 60 


0.004 


g 




polyethyleneglycol 400 


0.02 


g 




Glycerine tripalmitate 


0.06 


g 


35 


Polyvinylpyrrolidone 


0.06 


g 




Mannitol 


0.97 


g 



40 



45 



50 



A cranulate is prepared as described in Example 1 and is then blended with an aux»l.ary granu ate of man- 
nitol ^^pr^eT^nventionally using an aqueous solution of polyvinylpyrrolidone as granu.atmg hqu.d to ,nv 
parties of L powder. The mass is lubricated wfth e.g magnesium stearate and tablets are 

produced in conventional tableting equipment n r*narpd 
Utilising the above process tablets containing 0.75 g of almagate or hydrotalate can be prepared. 



EXAMPLE 3 



Chewable tablets containing coated and uncoated antacid are prepared using the following materials: 
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Amount per tablet 



10 



15 



20 



Almagate (antacid) 


1.5 


g 


Hydrophobic silicon dioxide 


0.14 


g 


Socbitan Monooleate 60 


0.005 


g 


Polyethyleneglycol 6000 


0.01 


g 


Glycerol-tris-12-hydroxystearate 


0.06 


g 


Mannitol 


1.45 


g 


Potato starch 


0.04 


g 


Polyvinylpyr rol idone 


0.09 


g 



a mixture of a portion of antacid (between 50% and 70%) is mixed with the hydrophobic sihcon d.oxide 
and ornate as deSed in Example 1. The remainder of the antacid (up to 30%-50% of total amount) « 
ESttZSZS* of mannSol, potato starch is added, and the mixture is kneaded us.ng a 6% aqu- 

Thelonq lasting antacid effect ofthese preparations has been demonstrated by a n^ficabon of Fordrans 
30 test^Sn ^. jTMorawski. S.G., Richardson, C.T., New Eng.. J. Med. 288, 923 (1973)) companng the pure 
antacid with the formulations using the same amount of antacid in each case. 

composition had spontaneously disintegrated in a volume of up to 1 5 ml of dnblled water. At this point the ad 
dition of synthetic gastric juice was commenced. 
35 In this test the following results were obtained: 



40 



45 



50 



55 



5 



EP 0 338 861 B1 



Pure Almagate 



Tablets prepared 
according to 
Example 3 



Sample Weight 



1.5 g 



pH at 10 min 

(after the first addition 

of 150 ml gastric juice) 4.70 



3.295g (equivalent 
to 1.5 g of 
Almagate) 



4.98 



Time above pH 3 



68 min 



115 min 



Volume of HCL 
(0.079N) consumed 



520.30 ml 



527.02 ml 



The 
antacid. 
The 



coated product hasalonger duration of action, i.e. a IJtimes higher than that observed with thepure 
products of this invention have an "in vitro" bioavailability simila^ 



" ^eT^ ^d'prolonged gastric residence time wHh 

been demonstrated in human volunteer studies using isotope labelled Almagate (scintigraphy). 

^ the time required for emptying 20% of the labelled antacid from the stomach Is £notf 

3 «1 ^ * coated Almagate than for the uncoated ^rs Ph ~ ° f 

a light standard meal whereas emptying of the former occurs much later with a half-life of 4 hours. 



Claims 



Claims 
1. A 



3. 



for the following Contracting States : AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE 

a solid pharmaceutical preparation having an internal phase which is a powder mixture of discrete solid 
^S^^bM and a pharmaceutical^ acceptable excipient, the internal phase being surrounded 
oy Phase containing a hydrophobic organic substance, a hydroxylated polygene and a 

non ionic emulsif ier. 

A preparation according to claim 1 , wherein the antacid is Almagate, Hydrotalcite, Magaldrate or other alu- 
minium hydroxide or aluminium magnesium hydroxide gels. 

A preparation according to claim 1 or 2, wherein the hydroxylated polyalkene has a molecular weight of 
950 to 10,000. 
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20 



25 



4. A preparation according to any one of the preceding claims, wherein the hydrophobic organic substance 
is a glycerol mono-, di- or tri-ester of palmitic or stearic acid. 

5 A preparation according to any one of the preceding claims, wherein the hydrophobic organic substance 
, ' is a hydrogenated mono-, di- or tri-glyceride in which 70 - 90 per cent by weight of the ester is a 12-hy- 
droxystearic ester and 10 - 30 per cent by weight of the ester is a stearic acid ester. 

6. A preparation according to any one of the preceding claims, wherein the emulsif ier is a polyoxyethylene- 
sorbitan mono-ester of an acid which is oleic, lauric. stearic or palmitic acid. 

10 7. A preparation according to any one of the preceding claims additionally containing a gastric acid secretion 
inhibitor. 

8. A preparation according to claim 7, wherein the inhibitor is cimetjdine, ranitidine or omeprazole. 
15 9. Apreparation accordingto any oneof the preceding claims in the form of a powder, granulate or chewable 
tablet 

10 Aprocessfor producing a preparation asdefined in any one of the preceding claims which comprises form- 
' ing an emulsion of the hydrophobic organic substance, the hydroxylated polyalkene and the emulsif ier 

and then granulating a powder mixture containing the antacid and excipient with the emulsion. 

11 A process according to claim 1 0. wherein the emulsion is formed by dissolving the hydrophobic substance 
' in an organic solvent, adding the emulsif ier to the resulting solution and then emulsifying the hydroxylated 

polyalkene into the mixture of solution and emulsif ier. 

12 A process according to daim 1 1 , wherein the emulsion contains 50 - 90 parts by weight of the hydrophobic 
substance and 1 0 - 20 parts by weight of the hydroxylated polyalkene, the balance being solvent and emul- 
sifier. 

13 A process according to any one of claims 10 to 12. wherein 1 part by weight of the powder mixture is mixed 
30 and kneaded with 1 to 3 parts by weight of the emulsion, and a binder is then added to the resulting wet 

mass and the wet product finally granulated. 

Claims for the following Contracting States : ES, GR 

35 1 A process for producing a preparation of a solid pharmaceutical preparation having an internal phase 
which is a powder mixture of discrete solid granules of an antacid and a pharmaceutical^ acceptable ex- 
cipient, the internal phase being surrounded by a solid external phase containing a hydrophobic organic 
substance a hydroxylated polyalkene and a non-ionic emulsif ier which comprises forming an emulsion 
of the hydrophobic organic substance, the hydroxylated polyalkene and the emulsif ier and then granulat- 

40 ing a powder mixture containing the antacid and excipient with the emulsion. 

2. A process according to claim 1 . wherein the antacid is Almagate. Hydrotalcite, Magaldrate or other alumi- 
nium hydroxide or aluminium magnesium hydroxide gels. 

45 3. A process according to claim 1 or 2. wherein the hydroxylated polyalkene has a molecular weight of 950 
to 10,000. 

4. A process according to any one of the preceding claims, wherein the hydrophobic organic substance is a 
glycerol mono-, di- or tri-ester of palmitic or stearic acid. 

5 A process according to any one of the preceding claims, wherein the hydrophobic organic substance is a 
hydrogenated mono-, di-or tri-glyceride in which 70 - 90 per cent by weight of the ester is 12-hydroxys- 
tearic ester and 10 - 30 per cent by weight of the ester is a stearic acid ester. 

6. A process according to any one of the preceding claims, wherein the emulsif ier is a polyoxyethylene-sor- 
bitan mono-ester of an acid which is oleic, lauric, stearic or palmitic acid. 

7. A process according to any one of the preceding claims additionally containing a gastric acid secretion 
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inhibitor. 

8. A process according to claim 7, wherein the inhibitor is cimetidine. ranitidine or omeprazole. 

9. A process according to any one of the preceding claims wherein the preparation is produced in the form 
of a powder, granulate or chewaWe tablet 

10 A process according to any one of the preceding claims wherein the emulsion is formed by dissolving the 
sif ying the hydroxylated polyalkene into the mixture of solution and emulsif ler. 

11. Aprocessacoordingtodaim10whereintheemulsioncontains50-90partsbywei^ 
substanceand10-20partsbyweightofmehydro^^ 

srfier. 

12. A process according to any one of the preceding claims wherein 1 part by weight of the, powd« • mbdure 
is mixed and kneaded with 1 to 3 parts by weight of the emulsion, and a b.ndens then added to the resulbng 
wet mass and the wet product finally granulated. 



Patentanspruche 

Patentanspruche fur folgende Vertragsstaaten : AT, BE, CH, DE, FR, GB. IT, LI, LU, NL, SE 

1 Festes pharmazeutisches Mittel mit einer Innenphase, die ein Pulvergemisch aus diskretem festem Gra- 
LlafLs einem AntacWum und einem pharnweutisch annehmbarem Tr3gerstoff bzw. Verdunnungsm,t- 
tel ist wobei die Innenphase von einerfesten AuBenphase umgeben ist, d.e e.ne hydrophobe organ.sche 
Substanz, ein hydroxyliertes Polyalken und ein nichtionisches Emulgiermittel enthalt 

2 PraparatnachAnspruch1,dadurchgekennzelchnetdaBdasAntacidumAlmagat,Hydrotalcit,Magaldr^ 
Oder andere Aluminiumhydroxid- oder Aluminium-Magnesium-Hydroxid-Gele ist. 

3. Praparat nach Anspruch 1 oder 2, dadurch gekennzeichnet. daB das hydroxylierte Polyalken ein Mole- 
kulargewichtvon 950 bis 10000 aufweist 

4 Praparat nach einem der vorhergehenden Anspruche, dadurch gekennzeichnet, daB die hydrophobe or- 
ganische Substanz ein Glycerinmono-, -di- oder -triester von PalmitinsSure oder Steannsaure .st 

5. PraparatnacheinemdervorhergehendenAnspruch^^ 

ganische Substanz ein hydriertes Mono-, Di- oder Triglycerid ist, in dem 70 b.s 90 Gew.-% des Esters e.n 
12-Hydroxystearinsaureester und 10 bis 30 Gew.-% des Esters ein Stearinsaureester ist 

6. PraparatnacheinemdervorhergehendenAnspruche^ 

ein Polyoxyethylensorbitanmonoester einer Saure ist, die OI-. Laurin-, Stearin- oder Palm.bnsaure .st 

7. Praparat nach einem der vorhergehenden Anspruche, dadurch gekennzeichnet, daB es zusatzlich einen 
Magensaure-Sekretionsinhibitor enthilt 

8. Priparat nach Anspruch 7, dadurch gekennzeichnet, daB der Inhibitor Cimetidin, Ranitidin oder 
Omeprazoi ist. 

9. Praparat nach einem der vorhergehenden Anspruche. dadurch gekennzeichnet, daB es in Form eines 
Pulvers, Granulats Oder einer kaubaren Tablette vorliegt. 

10 Verfahren zur Herstellung eines Praparats nach einem der vorhergehenden Anspruche, dadurcli , gekenn- 
zeichnet, daB eine Emulsion aus der hydrophoben organischen Substanz, dem hydroxyl.erten Polyalken 
und dem Emulgiermittel gebildet wird und daB das Pulvergemisch, das das AntackJum und den Arznen 
mitteltrager enthalt, mit der Emulsion granuliert wird. 

11. Verfahren nach Anspruch 10. dadurch gekennzeichnet . daB die Emulsion durch Auflosen der hydropho- 
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15 



20 



ben Substanzin einem organischen Losungsmittel. Zugabe des Emulgiermitteis zu der entstehenden \J&- 
gebildet wird. 

12 Verfahren nach Anspruch 11, dadurch gekennzeichnet, daB die Emulsion 50 bis 90 Gew.-Teile hydro- 
giermittel enthalt. 

« x/orfahr»„ n a rh Pin Pm der AnsDruche 10 bis 12, dadurch gekennzeichnet, daB 1 Gew.-Teil Pulvergemisch 

stehenden naBen Masse zugegeben wird und daB das naBe Produkt schheBhch granuliert w,rd. 
Patentanspruche furfolgende Vertragsstaaten : ES, GR 

Verfahren zur Herstellung eines festen pharmazeutischen Mittels mil einer Innenphase die ein Pulver- 
gemisch aus diskretem festem Granutat eines Antacidums und eines pharmazeubsch anner^baren T J 
gerstoffs bzw. Verdunnungsmittels ist, wobei die Innenphase von einer festen AuBenphas 
oteeine hydrophobe organische Substanz, ein hydroxyliertes Polyalken unc ein ™"™* c * es ^^ 
Senit.dadurehgek.nnzelchnet.daBeine Emulsion aus der hy^ophobenorg^enSubstanA 

das Antacidum und den Arzneimitteltragerstoff enthalt, mil der Emulsion granuliert w.rd. 

2. Verfahren nach Anspruch 1, dadurch gekennzeichnet, daB das Antacidum Almagat, Hydrotalcit. 
Magaldrat oder andere Aluminiumhydroxid- oder Aluminium-Magnesium-Hydroxid-Gele ist. 

25 3 . verfahren nach Anspruch 1 oder 2, dadurch gekennzeichnet, daB das hydroxylierte Polyalken ein Mo- 
lekulargewichtvon 950 bis 10000 aufweist 
4 Verfahren nach einem der vorhergehenden Anspruche, dadurch gekennzeichnet, daB die hydrophobe 
* organische Substanz ein Glycerinmono-, -di- oder -triester von Palmitin- oder Steannsaure ist 

Verfahren nach einem der vorhergehenden AnsprOche. dadurch gekennzeichnet. daB ^^ydrophobe 
organische Substanz ein hydriertes Mono-. Di- oder Triglycerid ist. in dem 70 bis 90 Gew.-% des Esters 
12-Hydroxystearinsaureester und 10 bis 30 Gew.-% des Esters Stearinsaureester sind. 

Verfahren nach einem der vorhergehenden Anspruche, dadurch gekennzeichnet, daB das Emulgiermit- 
te! Z , Myoxyethyiensorbitanmonoester einer Saure 1st, die 6.-. Laurin, Stearin- oder Palmibnsaure ,st 

7. Verfahren nach einem der vorhergehenden Anspruche. dadurch gekennzeichnet, daB zusatzlich ein Ma- 
gensaure-Sekretionsinhibitor verwendet wird. 
40 8. Verfahren nach Anspruch 7. dadurch gekennzeichnet. daB der Inhibitor Cimetidin, Ranitidin oder 
Omeprazol ist 

Verfahren nach einem der vorhergehenden Anspruche. dadurch gekennzeichnet. daB das Praparat in 
Form eines Pulvers. Granulats oder einer kaubaren Tablette hergestellt wird. 

Verfahren nach einem der vorhergehenden Anspruche. dadurch gekennzeichnet, daB die Emulsion 
durchAuflosen einer hydrophoben Substanzin einem organischen Losungsmittel. Zugabe ^ E "^9'« r - 
mittels zu der entstehenden Losung und dann Emulgieren des hydroxylierten Polyalkens in dem Gem.sch 
aus L5sung und Emulgiermittel hergestellt wird. 

11 Verfahren nach Anspruch 10. dadurch gekennzeichnet. daB die Emulsion 50 bis 90 • Gew.-Teile , hydn> 
phobe Substanz und 10 bis 20 Gew.-Teile hydroxyliertes Polyalken enthilt. wobe. der Rest Losungsm.ttel 
und Emulgiermittel ist 

„ 12. Verfahren nach einem der vorhergehenden Anspruche. dadurch gekennzeichnet daB 1 Gew.Teil Pul- 
veraemisch mit 1 bis 3 Gew.-Teilen Emulsion vermischt und verknetet wird und daB e.n B.ndemittel zu 
deSetnden nassen Masse zugegeben wird und daB das nasse Produkt sch.ieBlich granu.,ert wird. 



30 



35 



45 



50 



9. 



10. 



9 



EP 0 338 861 B1 



Revendications 

Revendicatlons pour les Etats contractants suivants : AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, 
SE 

t Preparation pharmaceutique solide ayant une phase interne qui est un melange 

solides discretes d'un antiacide et d'un excipient pharmaoeutiquement acceptable, la phase 

entouree par une phase solide externe contenant une substance organique hydrophobe, un polyene 

hydroxyle et un 6mulsifiant non ionique. 

2 Preparation selon la revendication 1 . dans laquelle I'antiacide est rAlmagate. I'Hydrotalcite, le Malgaldrate 
ou d'autres gels a base d'hydroxyde d'aluminium ou d'hydroxyde d'aluminium et de magnesium. 

3. Preparation selon la revendication 1 ou 2, dans laquelle le polyalcene hydroxyle presente une masse mo- 
I6culaire de 950 £ 10 000. 

4 Preparation selon I'une quelconque des revendications precedentes. dans laquelle la substance organi- 
que hydrophobe est un mono-, di- ou Wester glycerique de I'acide palmiUque ou steanque. 

5 Preparation selon Tune quelconque des revendications precedentes, dans laquelle la substance organi- 
' que hydrophobe est un mono-, di- ou triglyceride hydrogene dans lequel 70-90 % en poids de I ester sent 

constitues par un ester de I'acide 12-hydroxystearique et 10-30 % en poids de I'ester sontconsbtues par 
un ester de I'acide st6arique. 

6 Preparation selon I'une quelconque des revendications precedentes, dans laquelle l'6mulsifiant est un 
monoester de polyoxy6thyiene-sorbitan d'un acide qui est I'acide oleique, laurique, steanque ou palm.n- 
que. 

7. Preparation selon I'une quelconque des revendications precedentes. contenant en outre un inhibiteur de 
la s6cr6tion gastrique acide. 

8. Preparation selon la revendication 7. dans laquelle I'inhibiteur est la cim6tidine. la ranitidine ou I'omepra- 
zole. 

9. Preparation selon I'une quelconque des revendications prec6dentes, sous la forme d'une poudre. d'un 
granule ou d'un comprim6 mSchable. 

10 Proc6de pour la production d'une prepartion telle que d6finie dans I'une quelconque des revendications 
' precedentes. qui comprend l'6tape consistant a former une Emulsion de la substance organ.que hydro- 
phobe, du polyalkylene hydroxyle et de I'emulsif iant. et ensuite. a granuler un melange en poudre conte- 
nant I'antiacide et I'excipient avec I'emulsion. 

11 Precede selon la revendication 10. dans lequel l'6mulsion est formee par dissolution de la substance hy- 
' drophobe dans un solvant organique. addition de I'emulsifiant a la solutfon resultante et ensurte, emulsh 

f ication du polyalkylene hydoxyld dans le melange de solution et d'6mulsif iant. 

12 Proc6d6 selon la revendication 11 , dans lequel I'emulsion contient 50-90 parties en poids de la substance 
' hydrophobe et 10-20 parties en poids du polyoxyalkyiene hydroxyl6, le reste etant constitue par le solvant 

et I'emulsifiant 

13 Proced6 selon I'une quelconque des revendications 10 a 12, dans lequel 1 partie en poids du melange 
de poudre est melange et malax6 avec 1 a 3 parties en poids de I'emulsion. et un hant est ensuite ajoute 
& la masse humide obtenue et enfin, le produit humide est granule. 

Revendications pour les Etats contractants suivants : ES, GR 

1 Proc6d6 de production d'une preparation pharmaceutique solide ayant une phase interne qui est une pou- 
dre mixte de granules solides discretes d'un antiacide et d'un excipient pharmaceutiquement acceptable, 
la phase interne etant entouree par une phase solide externe contenant une substance organique hydro- 
phobe, un polyalcene hydroxyle et un emulsifiant non ionique. qui comprend les etapes consistant a for- 
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culaire de 950 a 10 000. 

« ester de I'acide stearique. 

cretion gastrique acide. 

la torn, (n pcuto. dW gran* « « "»■" "***»• 
fiant 

et Temulsif iant 

ajollla masse hiimide obtenue et enfin. le produit hum,de est granule. 
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